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PATENT 

Our Docket: P-LA 1245 



IN THE UNITEQ STATES PATENT AND TRADEMARK OFFICE 



In rs Application of 
Border aad Ruaslahti 

Serial No: 08/349, 479 

Filed: December 2, 1994 

For: INHIBITING TRANSFORMING 
GROWTH FACTOR (1 TO 
PREVENT ACCUMULATION OF 
EXTRACELLULAR MATRIX ■ 



-Group Art Un.it: 1644 
Examiner: P. Gambel 



Commiss loner for Patents 
Washington, O.C. 2Q231 



nprr.asaT TON 37 C.F .R. S 1.132 

I, Lucia L. Languino, hereby declare as follows: 

1. I am currently an Associate Professor of Pathology 
at Yale University School of Medicine. I have been a faculty 
members Yale. University School of Medicine since 1994. 

2. I received a doctorate in Pharmacology from the 
Negri Institute of Pharmacological Research, Milan, Italy 

in 1984. I was a post-doctoral fellow in the laboratory of Erkki 
Ruoalahti, M.D.., Ph.D., at The Burnham Institute, known at that 
time as the La Jolla Cancer Research Foundation, from L937 to 
1991. 
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3. I understand that the claims pending in the above- 
identified application .stand "rejected, in part, based on the 
assertion that the Applicants have allegedly not shown conception 

Oci.Oc ca usceraatic £ , xyaa, ui *-i>.= -j.a<= wi. onu* i» 

to decrease the deleterious TGF-p -induced production and 
accumulation of extracellular matrix (ECM) associated with a 
pathology or condition. 

4. I was a postdoctoral fellow in Or. Ruoslahti's 
laboratory during the time period Dr. Border conducted, research . 
related to the above-idantif ied patent' application in Dr. 
Ruoslahti's laboratory. Prior. to December 22, .1933, I was asked 
by Drs. Border and Ruoslahti to assist in the preparation of 
anti-TGif-p antibodies against amino acids 73 to 109 of TGF-p for 
a stated goal of using anti-TGF-fl antibodies to inhibit TGF-fJ in 
order to decrease the deleterious TCF-fl-induced production and 
accumulation of extracellular matrix (ECM) associated with a 
disease-, including kidney disease.. 

5. As evidence of my communications, prior to 
Oecember 22, 1988, with Drs. Border and Ruoslahti, attached to 

• this Declaration as Exhibit A, is a La Jolla Cancer Research 
Foundation animal usage form related to the project entitled 
"Anti-human TGF-p Cyclized Peptide," which lists Dr. Harder and 
myself as the investigators.' The date off Exhibit A, which is 
prior to December 22, 1988, has been redacted. The animal usage 
form was submitted for the goal of generating an inhibitory 
ancibodv that would inhibit TGF-p binding to cells and, 
therefore, inhibit TGF-p activities, including ECM production. . 



FROH : CflnPBa-L3.q.ORES FAX NO. : ISl 9-232- 1353 Mar. 12 2831 U:24«i PS 



Inventors: Boeder and Ruoslahti 

Serial No. : 08/349,479 

Filed: (December 2, 1994 
Page 3 of 3 



6. Therefore, I can corroborate, based on personal 
observations and communications, aa described in the foregoing 
paragraphs, that Drs . Bordar and Ruoslahti prior to (December 22, 
198 8, conceived of using anti-TGF-p antibodies to inhibit TGF-ji 
in order to decrease the deleterious TGf- [3 -induced production and 
accumulation of extracellular matrix (ECM) associated with a 
disease, ' including kidney disease. 

. I hereby daclare that all statements made herein of cay ■ 
awn knowledge are true and that ail statements mada on 
information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false" 
statements and the like so made are punishable by fine or 
imprisonment, or -both, under Section 1Q01 of Title 13 of the 
United States Code and that such.. .. willful false statements aiay - 
jeopardize the validity of the application or any patent issued 
thereon. 
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To produce quantities a if anti-hurran TG?S cvcLissd peptide foe use m kidney disease 
research. 



Babbits prcducs high quality antiserum which can be used car identification of huran 
TGF3 in tissue sarnies and La vitro assays ba s cudv 'progression af kidney _ injury. 
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Pdi in j actions /h Leadings bo be perfarrred by aniiral cara caciiity personnel. 

1 . ?ra-b leading 20 mi crcm ear vain . 

2. In] act 5QCLJGFS .cycLLzsd purified peptide (0.5 coi antigen in 9SS + 0,5 cni cOO 

subcutaneous Lv in 2 sites. 

3. After one cranth* 'ccost with L25 u g antigen (0,25 ccii antigen in 9SS * 0 . 25 cni inconpis 

ad jut/ant) subcutaneous Ly, 2 sitas . i:--;!:^"" 1 -^": 
4; Ax tar LQ days, "bleed 50 ccd fram -alted^ting- ear -veins 2 tires. - r- --v,-.^.- 
5. Sageat steps 3-4 at 4 -S weak intervais. V"' 
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